Introduction
Type 2 diabetes mellitus (T2DM) has been recognized as one of the leading plagues of the modern world. While in 1995, there were 135 million people affected by this disease, the approximate prognosis for 2030 seems to be devastating -the number of patients suffering from T2DM is expected to be nearly tripled [1, 2] . In developed countries, diabetes is now the fourth leading cause of death [2] . Type 2 diabetes mellitus is the main medical condition in people with chronic renal failure [2] . It was estimated that more than 2.5 million individuals developed diabetic retinopathy [2] . In Poland alone, annually, about 14 000 patients undergo distal lower limb amputations annually due to diabetes-related micro-angiopathy [3] . People with T2DM are more than twice as likely to have a heart attack or stroke compared to non-diabetics [1, 2] . Estimated global healthcare expenditures to treat and prevent diabetes and its These alarming data call for more intensive diabetes management and encourage the search for new alternatives to current sub-effective therapies [5] . The observation of the postoperative course of bariatric patients with concomitant T2DM demonstrated a very high rate of long lasting resolution of type 2 diabetes already in the late nineties [6, 7] . What was recognized as potentially curative for pathologically obese diabetics could also be beneficial for patients with mild obesity or even overweight, ineffectively treated for T2DM [8] . In March 2011 during the 2 nd Congress on Interventional Therapies for T2DM in 2011 in New York, a multidisciplinary team of reputable specialists developed an agenda of research priorities to set a new consensus on the role of gastrointestinal surgery in T2DM treatment in obese and non-obese patients [9] .
A b s t r a c t

Introduction: Bariatric surgery as treatment of type 2 diabetes mellitus (T2DM) in morbidly obese patients is becoming common. Although a large number of studies demonstrating high efficacy of bariatric methods in diabetics with body mass index (BMI)
Since the results of the two most important randomized trials comparing conservative with surgical treatment of T2DM were published in 2012, the number of bariatric procedures for diabetic patients with different body mass index (BMI) has increased worldwide [8] [9] [10] [11] .
Aim
The aim of the study was to evaluate the impact of Roux-en-Y gastric bypass(RYGB) on diabetes resolution in patients with BMI < and > 35 kg/m 2 in a 3-year observation period. We attempted to define the dynamics of change of the main diabetic laboratory markers glycated hemoglobin (HbA 1c ) and fasting plasma glucose (FPG) during weight loss following surgery. [12] . The conditions that should be met to select patients below 35 kg/m 2 BMI for surgical treatment within a clinical study are listed in Table I , following the IDF statement [13] . The preoperative period lasted 3-4 months and was based on cooperation with a psychologist, dietician, diabetologist and bariatric surgeons. During this period at least 2 visits with each of the specialists were obligatory to optimize general conditions of the patients at the time of surgery and prepare them to follow the postoperative dietary indications.
Material and methods
Data
At each follow-up point apart from the BMI, the most significant markers of glycemia control acknowledged by leading diabetes associations were assessed -glycosylated hemoglobin (HbA 1c %) and fasting plasma glucose (FPG mg%) [14] . In all cases, the preoperative HbA 1c and FPG were determined. In addition, the type and dose of the antidiabetic drugs and the duration of the disease were noted. HbA 1c and FPG levels were measured 3, 6, 12, 24 and 36 months after the surgery. Many other laboratory parameters were estimated regularly after the opera- Table I tion to estimate the efficacy of the treatment and prevent nutritional deficiencies, but have not been presented here not to blur the basic idea of the study. All patients underwent RYGB. Sixty-five of them underwent a laparoscopic procedure (LRYGB) and 47 an open procedure (ORYGB). Regardless of the approach, the technical aspects of the procedures were the same. The size of the pouch was measured during the obligatory methylene blue test and ranged from 35 ml to 45 ml. Intestinal anastomosis was performed after the exclusion of biliopancreatic limb (BPL) average 109 cm with digestive limb (DL) 154 cm in the BMI > 35 kg/m 2 group, and the proportion BPL/DL in the BMI < 35 kg/m 2 group was close to the average of 100/100 cm. The size of the limbs was adjusted to the BMI of the patients with BMI > 35 kg/m 2 but in some cases the anatomical conditions played the deciding role. Hence the main goal in BMI < 35 kg/m 2 patients was not intense weight loss, and the length of both loops was set at about 100 cm.
The follow-up visits were executed by a multidisciplinary team at the above-mentioned time points. The glycemia markers were all assessed in the same laboratory. The National Institutes of Health (NIH) guidelines define normal FPG as ≤ 100 mg% and the "nondiabetic" range of HbA 1c as 4.0-6.0% [15] . The laboratory T2DM remission has been established following NIH criteria for patients who discontinued using diabetic medications.
Group characteristics are summarized in Table II. The spectrum, methodology and assumptions of the study were accepted by a local bioethical committee at the Medical University of Gdansk, Poland.
Statistical analysis
Statistical analysis was performed with Statistica software licensed for the Medical University of Gdansk. Data at individual time points were compared using t-tests. Statistical significance was considered for p < 0.05.
Results
All 112 patients were followed up according to the schedule of the study. There were no intra-or postoperative deaths. Gastrointestinal leak as the most serious complication was observed in 2 patients from the BMI > 35 kg/m 2 group. The first leak was localized in the site of the staple line of the remnant stomach. It required reoperation and closure on the second postoperative day. The stenosis of the pouch-jejunal anastomosis 12 months after the procedure was the reason of late pouch -cutaneous fistula in another case. Endoscopic dilatation of the anastomosis with self-expanding stent implantation and intense parenteral nutrition for 6 weeks was safe and effective in fistula closure. Control endoscopy 1 year after RYGB showed ulceration in the region of anastomosis in 6% to 10% of patients in both groups, which were successfully treated conservatively. All the postoperative complications and the most common adverse events reported during the postoperative follow-up visits are listed in Table III . About 40% of the patients in both groups reported clinical symptoms of hypoglycemic episodes but in only 2 patients who required intensive medical treatment accidental plasma glucose was below 50 mg%.
The laboratory regression of T2DM based on HbA 1c during the first follow-up visit (3 months after surgery) was observed in 27% of the BMI < 35 kg/m 2 group and in 52% of the BMI > 35 kg/m 2 group (p = 0.0162). In the vast majority of these patients an FPG level lower than 100 mg% was observed during the hospital stay after surgery. The average HbA 1c during the first follow-up visit was 6.1% and 6.0% in the group with BMI < 35 kg/m 2 and the group with BMI > 35 kg/m 2 respectively (p = 0.362). The decrease of the FPG from the baseline was statistically more significant in the group of patients with BMI > 35 kg/m 2 : 17% vs. 50% of the cases (p = 0.028). A further decrease in both parameters was observed in both groups at the next follow-up visit 6 months after surgery; statistically significant differences were noted between groups. At this point laboratory regression of T2DM was observed in close to 80% of patients from the BMI > 35 kg/m 2 group, while still 13/90 (43%) patients from the BMI < 35 kg/ m 2 group had HbA 1c higher than 6%. Delayed improvement in HbA 1c in relation to FPG seems to reflect the fact that it illustrates glycemia control from previous weeks, rather than The dynamics of change in both diabetic markers observed in all patients after RYGB paralleled the progress in change of BMI. More severe BMI reduction was obviously observed in the group of individuals with morbid obesity. None of treated patients reached the BMI delimited for the underweight (Table VII). The dynamics of change in the investigated parameters are shown in Figures 1-3 .
Discussion
Type 2 diabetes mellitus is supposed to be the most rapidly expanding disease worldwide that sig- nificantly impacts morbidity and mortality [2] . Currently approximately 250 million affected individuals require tight glycemic control to minimize the risk of consequences of macro-and microvascular changes [16, 17] . That number is expected to extend to nearly 300 million in the next 20 years [1, 2] . Moreover, in the general population the lifetime risk of developing T2DM is predicted to rise to 20% [2] . Despite intense research in pharmacology and introduction of advanced multi-agent management, a large number of patients cannot be optimally treated [5, 9, 18, 19] . Furthermore, T2DM is usually considered a relentless chronic and progressive disease because pharmacological treatment cannot ensure a cure, but only a delay in the development of its consequences. The alarming prognosis necessitates the search for more effective anti-diabetic treatment and the introduction of new, promising methods into international guidelines to offer potentially complete remission [20] .
A significant amount of evidence demonstrates that bariatric operations, particularly methods bypassing the duodenum and part of the jejunum such as gastric bypass (RYGB) and biliopancreatic diversion (BPD), rapidly and significantly ameliorate T2DM, leading to remission of disease in a majority of cases. These observations are not limited to pathologically obese patients [21] [22] [23] [24] [25] 2 patients (corresponding with higher weight loss), this difference ceased 1 year after RYGB. Considering the relatively high percentage of patients who demonstrated rapid laboratory glycemic control and improvement during hospital stay after surgery, it seems that weight loss is not the only factor influencing T2DM remission. Bariatric surgery therefore seems to have metabolic effects independent of weight loss induced changes. The ultra-low caloric diet and the effect of incretins were indicated as the most important mechanisms of early resolution of hyperglycemia after RYGB unrelated to weight loss [26, 27] . The incretins represented mainly by glucagon-like peptide 1 (GLP-1) are supposed to be responsible for increase of native insulin secretion, suppression of glucagon, improvement of peripheral insulin susceptibility and slowed down motility of the stomach with concomitant appetite reduction [28] . The shortened alimentary tract and accelerated passage of non-absorbed nutrients after RYGB and BPD induce the activity of these intestinal hormones [27] . Apart from that, the hypothesis of anti-incretins inactivation by duodenum bypass should also be considered as one of the mechanisms leading to resolution of T2DM [26] [27] [28] [29] . About 80% of all studied cases regardless of BMI demonstrated laboratory complete resolution of T2DM 1-3 years after surgery. It means that the strict diabetes remission criteria recommended by ADA for HbA 1c ≤ 6% and FPG ≤ 100 mg% were achieved without anti-diabetic medications [14, 15] . In the remaining group of patients it was still necessary to continue oral medical treatment or (in only 3 cases) insulin therapy, but with significantly reduced doses. Those patients had initially long-lasting T2DM with long-lasting insulin or combined therapy up to 15 years. One female with BMI 28 kg/m 2 in consequence of unintended pregnancy restored the glucose intolerance and required insulin therapy 24 months after RYGB. However, a few months after delivery the glycemia control improved and HbA 1c was 6.5% with only per oral medications at the last follow-up visit.
Another interesting correlation observed in the study was faster and more pronounced remission of T2DM in patients with longer biliopancreatic limb [30] . This will be a subject of a separate study requiring a larger group of patients. This observation has already been addressed by other researchers, but the ultimate conclusion is not definitive [8, 9] .
As found by Fried et al. in a meta-analysis or previously in a reputable SOS study, we believe that laboratory remission of T2DM after bariatric surgery not only results in normalization of glycemia but also prevents complications induced by diabetes and reduces the mortality [8, 19, 21] .
Presented postoperative complications and adverse effects were analyzed by the surgical team progressively. In the last consecutive 60 cases there was no complication observed at all. In the BMI < 35 kg/m 2 group no serious complications were noted in the perioperative period. That would be consistent with the observation that a high BMI is correlated with a higher rate of major complications after bariatric procedures [31, 32] . The postoperative hypoglycemic episodes reported by almost 40% of patients were easily controlled with the help of simple dietary methods. Only 2 patients (one in each group) required 1-day hospital admission with intense intravenous glucose supplementation in the early postoperative period. Nevertheless, the frequency of severe hypoglycemia after RYGB was lower than in the same individuals during insulin therapy. Additionally, the episodes qualitatively compared favorably with the previous events and were described by the patients as milder, shorter and easier to control with sweet snacks. In the STAMPEDE trial 56% of patients reported hypoglycemia episodes after RYGB, while they were observed in 81% of patients in the group treated pharmacologically [10, 33] .
Even though the mechanism of glycemia regulation after RYGB still seems to be unclear, the clinical observations proved its unquestionable effectiveness with acceptable safety [9, 16, 22, [34] [35] [36] . It seems certainly that surgical treatment of T2DM particularly engaging gastrointestinal bypassing methods should not only be the subject of further studies but also be considered as a valid therapeutic option for mild and morbidly obese diabetic patients.
Conclusions
The short-and mid-term observation of patients after RYGB revealed significant weight/BMI reduction accompanied with T2DM laboratory remission of different dynamics in the groups of patients with BMI < 35 kg/m 2 and BMI > 35 kg/m 2 . The evaluation of laboratory type 2 diabetes mellitus measures 3 years after surgery demonstrates high effectiveness of surgical treatment in managing T2DM regardless of BMI. Considering high both social and economic costs of life-long medical treatment of type 2 diabetes and its complications, surgical metabolic intervention may become a new therapeutic approach.
